?1 metastasis from primary visceral malignancy is a relatively uncommon clinical entity, with a reported incidence ranging from 0.22% to 10% among various series. However, the presence of cutaneous metastasis as the first sign of a clinically silent visceral cancer is exceedingly rare. We describe here a case of an asymptomatic male patient who presented with a solitary scalp metastasis as the initial manifestation of an underlying small-cell lung cancer. Diagnostic evaluation revealed advanced disease. We conclude that the possibility of metastatic skin disease should always be considered in the differential diagnosis in patients with a history of smoking or lung cancer presenting with cutaneous nodules. Physicians should be aware of this rare clinical entity, and appropriate investigation should be arranged for early diagnosis and initiation of the appropriate treatment. The prognosis for most patients remains poor.
cutaneous metastasis was 5.3% and that the most common tumor to metastasize to the skin was breast cancer. 5 Cutaneous involvement may occur due to direct extension of the tumor as a local metastasis or as a distant metastasis, 9 and it has been associated with advanced disease and poor prognosis. 3, 4, [11] [12] [13] Half of the patients with cutaneous metastases die within the first 6 months after the diagnosis, whereas lung cancer has been associated with the poorest prognosis.
14 Cutaneous metastasis as the first sign of an internal malignancy is an exceedingly rare occurrence. It has been reported to occur in only 0.8% of the cases and has been associated with advanced disease. 15 Skin metastasis from lung cancer is a rare clinical entity that has been reported to occur in 0.22% to 12% of patients with lung cancer. [1] [2] [3] [4] 6, 10, [15] [16] [17] In most cases, metastases occur after the initial diagnosis and treatment of the primary lung tumor. 17 Skin metastasis as the initial manifestation of an underlying lung cancer is a very rare occurrence. 4, 6, 16, 17 We describe herein an exceedingly rare case of an asymptomatic male patient who presented with a solitary scalp metastasis as the initial manifestation of an underlying small-cell lung cancer. Diagnostic evaluation and management are discussed along with a review of the literature.
Case Presentation
A 74-year-old man presented with a 2-month history of a slowly growing, painless nodule in his right temporal region. His past medical history was significant for arterial hypertension. He was a heavy smoker but had no history of lung disease. He denied any respiratory symptoms, fever, or weight loss, and his general condition was good.
Clinical examination revealed a painless, movable, nonulcerated nodule in the right temporal region measuring approximately 2 cm in diameter. There were no signs of infection and the overlying skin was normal. A chest X-ray showed a large mass occupying the upper lobe of the left lung. Subsequent computed tomography (CT) showed a large mass involving the left upper lobe associated with extensive mediastinal lymphadenopathy. In addition, a head CT revealed 3 metastatic brain lesions.
The scalp lesion was easily resected down to the epicranial aponeurosis. Histopathologic examination and detailed immunohistochemical analysis revealed extensive infiltration from small-cell lung carcinoma ( Fig. 1) . Immunohistochemically, the tumor cells were strongly positive for TTF-1 and cytokeratin 8.18 and focally positive for CD56 and synaptophysin ( Fig. 2) . A CT-guided biopsy of the lung tumor confirmed the presence of a small-cell lung carcinoma, and the patient was advised to start chemotherapy and radiotherapy. Unfortunately, although he completed the first cycle of chemotherapy, he refused to continue and was subsequently lost to follow-up.
Discussion
Scalp tumors are rare neoplasms accounting for 2% of all skin tumors. They may arise from the pilosebaceous unit, from the interfollicular epidermis, or dermis, and they may represent metastases from other tumors. 10 The scalp accounts for 4% to 6.9% of all cutaneous metastases and is a relatively frequent metastatic site possibly because of the abundant blood supply, immobility, and warmth of the region.
5, 10 Chiu et al 18 reviewed the data of 398 patients with malignant scalp tumors and found that the basal and squamous cell carcinomas were the most common histologic subtypes. Metastatic tumors were found in 12.8% of the cases, and lung cancer was the most common primary tumor. Scalp metastasis as the initial manifestation of an underlying lung cancer is an exceedingly rare clinical entity. [19] [20] [21] [22] Small-cell lung cancer accounts for 10% to 15% of all lung cancers. 23 It is characterized by an aggressive clinical course, early systemic dissemination, and increased sensitivity to chemotherapy and radiation. Approximately two thirds of the patients have advanced-stage disease at presentation, and only 1% of these patients are alive 5 years later. 23 Although small-cell lung cancer is an aggressive tumor, its tendency to metastasize to the skin is very low compared to the other subtypes of lung cancer.
1,3,12 Hidaka et al 16 found an incidence of 2.8% of skin metastases among 579 patients with lung cancer and reported that large-cell carcinoma showed the greatest tendency for spread to the skin. In another study, Terashima and Kanazawa 17 reviewed the findings of 34 patients and 25 autopsies of lung cancer with skin metastases and found that the most common histologic type of cutaneous metastasis was adenocarcinoma.
Skin metastases from lung cancer most commonly occur in the chest wall, abdomen, back, and upper extremities 3, 6, 12, 16, 17 and do not have a pathognomonic gross appearance. 13, 17 The lesions may have a nodular, inflammatory, or sclerodermoid morphology usually measuring 1 to 5 cm in diameter. tive, or ulcerated with deep extension into the subcutaneous tissue. 17 In most cases the lesions are multiple. 2, 3, 16 In our patient, clinical presentation was very uncommon, since the solitary nodule was movable and the overlying skin was intact. Increased awareness is needed, as a similar clinical presentation can be attributed to an epidermoid or a trichilemmal cyst, especially when the patient is completely asymptomatic. Epidermoid and trichilemmal cysts are the most common causes of solitary scalp nodules in adults. 24 Metastatic skin tumors cannot be differentiated from primary skin malignancies solely on the basis of clinical findings, especially in cases presenting with ulcerated lesions. Primary skin cancer can be polymorphous in clinical presentation regarding tumor size, number and color of lesions, and consistency. 25 Hence, the differentiation of a metastatic skin lesion from a primary malignancy is made by histologic examination. 25 Skin metastases from internal malignancies tend to occur at a site near the primary tumor 7, 13 through different pathways such as lymphatic spread, hematogenous spread, and direct contiguous tissue infiltration. In this case of advanced lung cancer, hematogenous and lymphatic spread likely resulted in the development of brain and scalp lesions.
Histopathologically, skin metastases from lung cancer are often moderately to poorly differentiated. Immunohistochemical markers that may be useful in establishing the diagnosis of the primary tumor are TTF1 and CK 7/20. 13 However, the histologic diagnosis of the primary tumor may be challenging, especially in patients with no previous history. 26 The prognosis of patients with skin metastasis from lung cancer is poor, with a reported median survival of 3 to 5 months after diagnosis. 3, 4, 6, 13, 16, 17 In the vast majority of the cases, the patients have associated widespread metastatic disease mainly affecting bones, liver, brain, and the lungs, and the response to chemotherapy and radiotherapy is limited. 3, 16 A slightly better prognosis has been reported in a few cases where the patients with skin metastases had no other distant lesions. 17 In these patients skin metastasectomy may be justified. 27 Apart from establishing the histologic diagnosis, surgical resection should also be considered for local palliation. 11 Miyazaki et al 28 reported a case of spontaneous regression of scalp metastases from lung cancer. In general, regardless of the type of primary malignancy or site of metastasis, the dissemination of an internal malignancy to the skin is associated with a poor prognosis. 25 In conclusion, solitary scalp metastasis as the first sign of an occult small-cell lung cancer is an extremely rare occurrence. Despite its rarity, metastatic skin disease should always be considered in the differential diagnosis in patients with a history of smoking or lung cancer presenting with cutaneous nodules. Increased awareness of this rare clinical entity is needed for early recognition and initiation of the appropriate treatment. However, the prognosis for most patients remains poor.
